Appln. No. 10/627,250 
Amendment dated June 19, 2006 



REMARKS 

Applicants have cancelled claims 1-26, 28-59, and 61-78, which are drawn to 
non-elected matter, without prejudice. Applicants have added claims 79-87 to more distinctly 
claim what applicants intend to pursue in this application. 

Claim 60 has been amended to recite that the ES cell comprises a fragment of 
an unrearranged human immunoglobulin heavy chain locus sufficient to encode a human 
immunoglobulin heavy chain and a fragment of an unrearranged human immunoglobulin 
light chain locus sufficient to encode a human immunoglobulin light chain wherein the two 
fragments are stably integrated into the same chromosome of the ES cell. Support for this 
amendment is found throughout the application, for example, at page 10, line 26 to page 12, 
line 1 and page 12, line 31 to page 14, line 6. 

Claim 27 has been amended to recite that the modified non human animal is a 
chimeric mouse having a fragment of an unrearranged human immunoglobulin heavy chain 
locus sufficient to encode a human immunoglobulin heavy chain and a fragment of an 
unrearranged human immunoglobulin light chain locus sufficient to encode a human 
immunoglobulin light chain wherein the two fragments are stably integrated into the same 
chromosome. Support for this amendment is found in original claim 27 and original claim 60 
as well as throughout the application, for example, at page 6, lines 21 to 31 and page 27, line 
34 to page 29, line 13. 

New claim 79 is directed to a method of producing a transgenic mouse and its 
progeny having a fragment of an unrearranged human immunoglobulin heavy chain locus 
sufficient to encode a human immunoglobulin heavy chain and a fragment of an unrearranged 
human immunoglobulin light chain locus sufficient to encode a human immunoglobulin light 
chain wherein the two fragments are stably integrated into the same chromosome. Support 
for this claim is found throughout the application, for example, at page 6, lines 31 to 35 and 
page 27, line 34 to page 29, line 22. 

New claims 80-84 depend from claim 60 and further characterize the fragment 
of an unrearranged human Ig heavy chain locus. Support for these claims is found 
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throughout the application, for example, at page 54, lines 26-37; Figure 16; and page 71, line 
12-31. 

Claims 85-87 depend from claim 60 and add that the genome of the ES cells 
also comprises one or more inactivated endogenous immunoglobulin heavy or light chain 
loci. Support for these claims is found throughout the application, for example at page 16, 
lines 1-16; page 30, line 6 to page 40, line 31; and page 41, line 1 to page 46, line 33. 

None of the amendments goes beyond the application as filed. Their entry is 

requested. 

Applicants elected Group XIV (claims 27 and 60) in a May 22, 2006 Response 
to Restriction Requirement. New claims 79-87 depend from either claim 27 or claim 60. 
Accordingly, all of these claims fall into the subject matter of Group XIV. 

CONCLUSION 

Should the Examiner feel that a telephone conference with applicants 1 
representatives would assist the Examiner, she is invited to telephone the undersigned at 
anytime. Applicants request favorable consideration of the application and early allowance 
of the pending claims. 



Respectfully submitted, 





Jarfe T. Gunnkftn (Reg. No. 38,479) 

Attorney for Applicants 

R. Minako Pazdera (Reg. No. 46,984) 

Agent for Applicants 

Fish & Neave IP Group 

ROPES & GRAY LLP 

Customer No. 1473 

1251 Avenue of the Americas 

New York, New York 10020 

Phone: 212.596.9000 

Fax: 212.596.9090 
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